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FA I KN T COOPERATION I REA I Y 



l-rom (he IN I I^RNA TIONAL SEARCHING AU rilORITY 



To: 

JOHN P. WHITE 

COOPER & DUNHAM LLP 

I 1X5 AVENUE OH THE AMERICAS 

NEW YORK. NY 10036 



.0 



PCX 



NOTIFICATION OF TRANSMITTAL OF 
: THE INTERNATIONAL SEARCH REPORT AND 
THE WRITTEN OPINION OF THE INTERNATIONAL 
SEARCHING AUTHORITY, OR THE DECLARATION 

(PCTRule 44.1) 





iday/momhAelr) ^5 JUL 2008 


A ppiiL Jilt's or agem's file reference 
74S4I-A/PCT' 


FOR FURTHER ACTION See paragraphs 1 and 4 below 


liuernaiiofial application No, 
PCT/US06/28565 


International filing date 

(day/month/year) 2 1 July 2006 (2 1 .07.2006) 


Applicani 

PROGHNirS PHAKMACHUriCALS, INC. 



Hie .ipplicaiii is hereby lujiil icd ihat the tnlcmutionaJ search report and the written opinion of the International Searching Authority 
have l>ecn established and are transmitted herewith. . — < r 

I' ilinj; of amendmentji and stiatem eat under Article 19: ^' ^ ' ^ ^ 



llie applicant is entitled; if he so wishes, to amend the claims of the international application (see Rule 46): 

When? I'he time limit for filing such amendments is normally two months from the date of transmittal of the international 
sc:u-ch report. 

Where? Directly to tlie International Bureau of WIPO. 34 chemin des Colombettes 
1211 Geneva 20. Switzerland, Facsimile No.: (41-22) 338.82.70. 

I'or more detailed instructions, see the notes on the accompanying sheet. 



□ 
□ 



Hie applicant is hereby notified that no international search report will be established and that the declaration under 
Article 1 7(2)(a) to that effect and the written opinion of the International Searching Authority are transmitted herewith. 

With rcuard to the protest against payment of (an> additional fcc(s) under Rule 40.2, the applicant is notified that: 

I I the protest tfjgether with the decision thereon has been transmitted to the International Bureau together with the applicant's 

request to forward the texts of both the protest and the decision thereon to the designated Offices, 
I I no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 



Reminders tSTSL'Cj3:i^.!:.'^ 



Shonly after the expiration of 18 months from the priority date, the international application will be published by the International 
Bureau. If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the 
priority claim, must reach the International Bureau as provided in Rules 90his. I and 90his.3, respectively, before the completion of the 
technical preparations for international publication. 

The applicani may submit comments on an informal basis on the written opinion of the International Searching Authority to the 
International Bureau. The International Bureau will send a copy of such comments to all designated Offices unless an international 
preliminary examination report has been or is to be established. These comments would also be made available to the public but not 
before the expiration of 30 months from the priority date. 

Within 19 months from the priority date, but only in respect of some designated Offices, a demand for international preliminary 
examination must be filed if the applicant wishes to postpone die entry into the national phase until 30 months from the priority date 
(in some Offices even later); otherwise, the applicant must, within 20 months from the priority date, perform the prescribed acts for 
entry into the national phase before those designated Offices. 

In respect of other designated Offices, the time limit of 30 months (or later) will apply even if no demand is filed within 19 months. 
See the Annex to Form PCT/lB/301 and, for details about the applicable time limits. Office by Office, see the FCT Applicant's Guide, 
Volume 11. National Chapters and the WIPO Internet site. 



Name and mailing address of the ISA/ US 
Mail Stop PCT, Attn: ISA/US 
CommLssioner for Patents 
P.O. Box 1450 

Alexandria. Virginia 22313-1450 
Facsimile No. (571) 273-3201 



ed of£rC 



Authorized ofj 
J.S. Parkm 
Telephone No. (571 ) 272-0500 



Form PCT/ISA/220 (January 2004) 



Applicants: Graham P. Allaway et al. 
Serial No.: 09/888,938 
Filed: June 25, 2001 
Exhibit 5 



I»A TENT COOPERA riON PREA FY 

PCX 



INTERNATIONAL SEARCH REPORT 

(PUT Article I« and Rules 43 and 44) 



Appii cam's or iijicni's Tile rclcrciice 
74S4I A/PCT 


FOR FURTHER see Konn PCT/ISA/220 

ACTION i*-'' ^vhcrc applicable, ilt-m 5 below. 


liilernalioiial application No. 
PCT/US06/2S565 


International filing date Uloy/month/year) 
21 July 2006(21.07.2006) ' 


(Earliest) Priority Dale Ulay/month/year} 
22 July 2005 (22.07.2005) 


Applicani 

PROGENICS PHARMACEUTICALS. INC. 



This iniemationiU search report has been prepared by this fntcmationaJ Searching Aulhorily and is transmitted to the applicant 
according to Article 18. A copy is being transmitted to the (ntemationaJ Bureau. 

I'his intcrnationaJ search report consists of a total of — sheets. 

1 j It is also accompanied by a copy of each prior art document cited in this report. 




1 . Basis of t he Report 

a. With regard to the language, the international search was carried out on the basis of: 

[X] the international application in the language in which it was filed. 

1 1 a translation of the international apDlication into . which is the lan£iinj»e 
of a translation furnished for the purposes of international search (Rules l2J(a) and 23.1(b)) 

b. 1 1 This intLTnaiional search rcp(»rt has heeti csiabli.shed taking into account the rectification of an obvious mistake 

;iuihori/x'd by t)r notified to this Aulhorily under Rule 91 Rule 4 J. 6 his{eO 

c. 1 j With regard to any nucleotide and/or amino acid sequence disclosed in the ihlernaliona) application, see Box No. 1. 
2. 1 1 Certain claims were found unsearchable (See Box No. II) 

1 1 Unity of invention is lacking (See Box No. Ill) 

4. With regard to the title, 

[Xj ihe text is approved as submitted by the applicant. 

1 1 the text has been established by this Authority to read as follows: 

5. With regard to the abstract, 

[Xj the text is approved as submitted by the applicant. 

[ 1 ihe text has been established, according to Rule 38.2(b), by this Authority as it appears in Box No. IV. The applicant 
may, within one month from the date of mailing of this international search report, submit comments to this Authority. 

6. With regard to the drawings, 

a. the IlEure of the drawinHS to be published with the abstract is Figure No. 

1 1 :is suggested by the applicant. 

I I as selected by this Authority, because the applicant failed to suggest a figure. 

1 1 as selected by this Authority, because this figure better characterizes die invention. 

b. [X] none of the figures is to be published with the abstract. 





Form P(rr/ISA/210 (tlrsi sheet) (April 2007) 



INTERNATIONAL SEARCH REPORT 



IntemationaJ application No. 
PCTAJS06/28565 



A. CLASSIFICATION OF SUBJECT MATTER 

IPC: A61K 39/42( 2006.01 );C07K 16/00( 2006.01 );A01N 6i;00( 2006.01 ) 



USPC: 424/1 48. M60. 1 :530/388.35;5 1 4/1 

According to InternaiionaJ Patent Classification (IPC) or to both national classification and IPC 



FIELDS SEARCHED 



Minimum documentation searched (classification system followed by classification symbols) 
U.S. : 424/148.1. 160. 1 ; 530/388.35; 5 1 4/1 



Documentation searched other than minimum documentation to the extent that such documents are included in the fields searched 



Electronic data base consulted during the international search (name of data base and. where practicable, search terms used) 
USPATFUL. WPIDS, MEDLJNE 



DOCUMENTS CONSIDERED TO BE RELEVANT 



Category * 



Citation of document, with indication, where appropriate, of the relevant passages 



Relevant to claim No. 



Y 
Y 
Y 
Y 



US 2003/0228306 Al (OLSON, W. C. et al.) 1 1 December 2003 (11 .12.2003). see entire 
document, particularly claims. 

US 2002/0146415 Al (OLSON, W. C. et al.) 10 October 2002 ( 1 0. 1 0.2002). see entire 
document, pariicuiarly ihe claims. 

US 2005/0131042 Al (FLENTGE. C. A., ci al.) 16 June 2005 (16.06.2005), see entire 
document, particularly p. 286. 

US 2002/0177603 Al (JOHNSON, B. L., ci al ) 28 November 2002 f 28. 1 1 .2002), sec cniirc 
document, particularly p. 17. 



1-104 
47-104 
47-104 
47-104 



I I Further documents are listed in the continuation of Box C. | | See patent family annex. 



"A" 

■L ■ 

O" 
..p.. 



special categories of cited documents: 

document dcfuiing the general .state of the an which is not con.sidered to be of 
puriicular relevance 

earlier application or patent published on or after the international fUing date 

document which may throw doubts on priority claim(s) or which is cited to 
c}itabtt.sh the publication date of another citation or other special reason (as 
.specified) 

document referring lo oji oral disclo.<;ure. u.se. exhibition or other means 

document published prior to the intematicnal filing date but later than the 
priority date claimed 



later document published after the international fUing date or priority 
date and not in conflict with the application but cited to understand the 
principle or theory underlying the tnveotioo 

document of paiticular relevance; the claimed invention cannot be 
considered novel or cannot be considered to involve an inventive step 
when the document is token alone 

document of particular relevance; the claimed invention cannot be 
considered to involve an inventive step when the document is 
combined with one or more other such documents, such combination 
being obvious to a person skilled in the art 

document member of the same patent family 



1 :'j::,ic M ilic actual completion of ihe inicrnaiional search 
i . line 2008 (08.06.2008} 



Date of mailing of the international search report 



iNdiiie and mailing address of the ISA/US 
Mail Stop per. Attn: ISA/US 
Commis.sioner for Peiien(.s 
P.O. Box 1450 

Alexandria. Virginia 22313-1450 
Facsimile No. (571)273-3201 



Authorize) 
J.S. Parkin 
Telephone No. (571) 272-0500 



Form PCT/ISA/210 (second sheet) (April 2007) 



PATENT COOPERATION TREATY 

i Tom the 

INTERNATIONAL SEARCHING AUTHORITY 



To: 

JOHN P. WHITE 

COOPER & DUNHAM LLP 

I 1 85 AVENUE OF THE AMERICAS 

NEW YORK. NY 10036 


PCT 

WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 

(PCT Rule 43^7/5. 1) 


S:;r,S„ 25 JUL m\i 


Applicaiu's or agenl's file rd'crencc 
74S4I-A/PCT 


FOR FURTHER ACTION 

See paragraph 2 below 


Internaiional applicauon No. 
PCT/US06/28565 


International filing date (day/monifi/year) 
21 July 2006 (21.07.2006) 


Priority date iday/momh/year) 
22 July 2005 (22.07.2005) 


International Patent Ciassilicaiion (IPC) or both national classification and IPC 

IPC: A61K J9/42( 2006.0! );C07K 16/00( 2006.0I);A01N 61/00( 2006.01) 
USPC: 424/148. 1 . i 60. 1 :530/388.35;5 1 4/1 


Applicant 

PROGENICS PHARMACEUTICALS, INC. 



I. This opinion contains indications relating to the following items: 

Basis of the opinion 
Priority 

Mon-establishment of opinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

Reasoned statement under Rule 43/7(5. 1 (a)(i) with regard to novelty, inventive .step or industrial 
applicability; citations and explanations supporting such statement 

Certain documents cued 

Certain defects in the international application 
Certain observations on the international application 

2 FURTHER ACTION 

If a demand for international preliminary examination is made, ihis opinion will be considered to be a written opinion of the 
Inlernalionai Preliminary Examining Authority ("IPEA") except that this does not apply where the applicant chooses an 
Authority other than this one to be the LPEA and the chosen IPEA has notified the International Bureau under Rule (i(i.\bis{b) 
that written opinions of this International Searching Authority will not be so considered. 

If this opinion is, as provided above/ considered to be a written opinion of the IPEA, the applicant is invited to submit to the 
IPEA a written reply together, where appropriate, with amendments, before the expiration of 3 months from the date of mailing 
of Form PCT/ISA/220 or before the expiration of 22 months from the priority date, whichever expires later. 
For further options, see Form PCT/ISA/220. 

3. For further details, see notes to Form PCT/ISA/220. 





Box No. I 


□ 


Box No. II 


□ 


Box No. Ill 


□ 


Box No. IV 




Box No. V 


□ 


Box No. VI 


□ 


Box No. VII 


□ 


Box No. VIII 




Name and mailing address of the ISA/ US 
.VI ail .Stop PCT. Attn: ISA/US 
Comini.ssioner for Patents 
P.O. Box 1450 

Alexandria. Virginia 223 1 .3- 1 -4.S0 
F'acsimile No. ( 57 1 > 273-3201 



Date of completion of this opinion 
08 June 2008 (08.06.2008) 



Authori^e^fffc^r Z-i 
Telephone No. ( 57 1 ) 272-0500 



Form PCT/ISA/237 (cover sheet) (April 2007) 
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WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 



Internalional applicaiion No. 
PCT/US06/28565 



Box No. I Basis of this opinion 



1 . With regard to the language, this opinion has been established on the basis of: 

^3 the international application in the language in which it was filed 

a translation of the internalional application into , which is the language of a translation furnished for the purposes of 

international search (Rules 12.3(a) and 23.1(b)). 

2. This opinion has been established taking into account the rectification of an obvious mistake authorized by or notified to this 
Authority under Rule 91 (Rule 43^/j. 1(a)) 

3. With regard to any nucleotide and/or amino acid sequence disclosed in the international application, this opinion has been 
established on the basis of: 

a. type of material 
I I a sequence listing 
I I lable(s) related to llie sequence listing 

b. formal of material 
I 1 on paper 
I I in electronic form 

c. time of filing/ furnishing 
I I contained in the international applicaiion as filed. 
I I filed together with the international application in electronic form. 
I I furnished subsequently lo this Authority lor the purposes of search. 



I I In addition, in the case thai more than one version or copy of a sequence listing and/or table(s) relating thereto has been filed 
or lurnishcd, the required statements that the information in the subsequent or additional copies is identical to that in the 
application as filed or does not go beyond the application as I'ilcd, as appropriate, were furnished. 

5. Additional comments; 



Form PCT/ISA/237(Box No. I) (April 2007) 



WRITTEN OPINION OF THE 
INTERNATIONAL SEARCHING AUTHORITY 


International application No. 
PCT/US06/28565 


Box No. V Reasoned statement under Rule 43 W5.1(a)(i) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 


t . Statement 




Novelty (N) Claims 1-104 


YFS 


Claims NONE 


NO 



Inventive step (IS) 



Industrial applicability (lA) 



Claims NONE 



Claims 1-104 



_YES 
_NO 



Claims M04 



Claims NONE 



_YES 
NO 



2. Citations and explanations: 

Claims 1 -46 lack an inventive step under PCT Article 33(3) as being obvious over Olson et al. (2003). Olson and colleagues provide a 
humanized antibody, designated PRO- 140, that meets all of the claimed limitations. This antibody was utilized in the treatment of HIV- 
1 infection. The administration of this Mab with a Icnown antiviral agent was also disclosed. This leaching does not specifically disclose 
reductions in viral load as a result of administration of the compound. However, one of ordinary skill in the art would reasonably expect 
a known antiviral that inhibits viral fusion events to inhibit viral replication thereby leading to a reduction in viral load. Accordingly, ihe 
claims lack an inventive step of the prior art. 

Claims 47-104 lack an inventive step under PCT Article 33(3) as being obvious over the combined teachings of Olson et al. 
( 2002,2003). Johnson ei al. (2002). and Flenige el al. (2005). The claims are directed toward methods for reducing the HIV- 1 viral load 
by administering compositions comprising Mabs (e.g.. PA- 14. PRO- 140) in combination with other known antivirals (e.g.. CCR5 
inhibitors; protease inhibitors; fusion inhibitors; etc.). Olson et al., (2002) and (2003). provide anti-HIV compounds and methods of 
treating/inhibiting HIV viral replication by administering PA- 14 and PRO- 140. respectively. These teachings do not disclose the 
adminisu-ation of these compounds with other art-recognized antivirals. However, both Johnson et al. (2002) and Flentge et al. (2005) 
provide pharmaceutical compositions comprising various antiviral compounds, including the known CCR5 Inhibitors SCH-D, UK- 
427857. TAK-779. and GW873 140. These teachings do not disclose compositions comprising both antivirals and therapeutic Mabs. 
However, it would have been prima facie obvious to one of ordinary skill in the art at the time of filing to combine known antivirals and 
neuu-alizing Mabs into a single composition or u-eatmeni regimen lo facilitate the inhibition of viral replication and reduce the 
iDpporiunity for viral escape. 

Claims 1-104 meet the criteria set out in PCT Article 33(4), and thus have industrial applicability because the subject matter claimed 
can be made or used in industry. 



Form PCT/ISA/237 (Box No. Vj ( Apni 2007) 



PATENT COOPERATION TREATY 



From the INTERNATIONAL SEARCHING AUTHORITY 



To: 

JOHN P. WHITE 

COOPER & DUNHAM LLP 

1 185 AVENUE OF THE AMERICAS 

NEW YORK, NY 10036 



PCT 



NOTIHCATION OF TRANSMITTAL OF 
THE INTERNATIONAL SEARCH REPORT AND 
THE WRITTEN OPINION OF THE INTERNATIONAL 
SEARCHING AUTHORITY, OR THE DECLARATION 

(PCT Rule 44.1) 





Date of mailing ^ 
iday/month/year) 5^ ^ , ff / f 


Applicant's or ageni s fiie reference 
74841-A/PCT 


FOR FURTHER ACTION See paragraphs 1 and 4 below 


[nlernalional applicaiion No. 
PCT/US06/28565 


International filing date 

(day/month/year) 2 1 July 2006 (2 1 .07.2006) 


Applicant 

PROGENICS PHARMACEUTICALS, INC. 



2. 



□ 
□ 



ITic applicant is hereby notified that the intemationai search report and the written opinion of the International Searching Authority 
have been established and are transmitted herewith. 

Filing uf umendments and statement under Article 19: 

The applicant is entitled, if he so wishes, to amend the claims of the international application (see Rule 46): 

When? The lime limit for filing such amendments is normally two months from the date of transmittal of the international 
search report. 

Where? Directly to the International Bureau of WIPO, 34 chemin des Colombettes 
1211 Geneva 20, Switzerland, Facsimile No.: (41-22) 338.82.70. 

For more detailed instructions, see tiie notes on tlie accompanying sheet. 

The applicant is hereby notified that no international search report will be established and that the declaration under 
Article l7(2Xa) to that effect and the written opinion of the International Searching Authority are transmitted herewith. 

With regard to the protest against payment of (an; additional fcc(s) under Rule 40.2, the applicant is notified that: 



I I the protest together witli the decision thereon has been transmitted to the Iniemational Bureau together with tlie applicant's 

request to forward the texts of both the protest and the decision thereon to the designated Offices. 
I I no decision has been made yet on the protest; the applicant will be notified as soon as a decision is made. 

Reminders 

Shonly after the expiration of 18 month!» from the priority date, the international application will be published by the International 
Bureau. If the applicant wishes to avoid or postpone publication, a notice of withdrawal of the international application, or of the 
priority claim, must reach the International Bureau as provided in Rules 90bis.\ and 9Qhis.3, respectively, before the completion of the 
technical preparations for international publication. 

The applicant may submit comments on an informal basis on the written opinion of the Intemaiional Searching Authority to the 
International Bureau. The Intemaiional Bureau will send a copy of such comments to all designated Offices unless an international 
preliminary examination report has been or is to be established. These comments would also be made available to the public but not 
before the expiration of 30 months from the priority date- 
Within 19 months from the priority date, bui only in respect of some designated Offices, a demand for international preliminary 
examination must be filed if the applicant wishes to postpone the entry into the national phase until 30 months from the priority date 
(in some Offices even later); otherwise, the applicant must, within 20 months from the priority date, perform the prescribed acts for 
entry into the national phase before those designated Offices. 

In respect of other designated Offices, the time limit of 30 months (or later) will apply even if no demand is filed within 19 months. 

See the Annex to Form PCrr/lB/30I and, for details about the applicable lime limits, Office by Office, see the PCT Applicant's Guide, 
Volume II, National Chapters and the WIPO Internet site. ^ 

T 



Name and mailing address of the ISA/ US 
Mail Slop PCT. Attn: ISA/US 
Commissioner for Patents 
P.O. Box 1450 

Alexandria, Virginia 223 1 3- 1 450 
Facsimile No. (571 ) 273-3201 



Authorizedo^ ~ 1 x7 

J.S. Parkin - /^-V-^ ' <L^t^S^^/ \^ 



Telephone No. (571)272-0500 



Form PCT/lSA/220 (January 2004) 



(See notes on accompanying sheet) 



EXHIBIT 6 



PA l EN T COOPKRyV TION TREATY 

iTom the iNH-RNA TiONAL SHARCIIiNCi AimiORn Y 



lo: 



JOHN P. WHITE 

COOPER & DUNHAM LLP 

1185 AVENUE' OF THE AMERICAS 

New YOF^K. NM 1 0036 




PCT 



NOTIFICA HON OF TRANSMi ITAL ( )F 
IMF IM FRNATIONAL SHARCII RFFOR F \NI> 
THE WRrrrEN opinion OF THE INTERNATIONAL 
SEARCHING AUTHORITY. OR THE DECLARATION 

(PCT Rule 44.1) 



Oiile oT mailing 
f . /t/iv nwiuli yt'ur} 



1 5 .AUG ms 



A\)plkcAj^^Qf a gen is tUc rclcrcncc 
7784 b-A-PC T/ J P W/B B 



KOW FI KTIIKR ACTION See paragraphs I and 4 belov 



hUernalional iipplicalion No. 
PCT/US 08/05564 



International lUing date 

iJ,j}'.'moiuh/ycur} 20 April 2008 (30.04.2008) 



Applicant PROGENICS PHARMACEUTICALS, INC. 



I ^ Ihe ;ipplicanl is hereby noiilied thai the international search report and the wrillen opinion ofthe International Searchinp 
Authority have been established and are transmitted herewith. * ^ - ^ 

t >. * t ' ^ - 'J 

Hlinn; oramendnicnls jnJ stalenieni under Article IV: \ ; L,:^ 

The applicant is entitled, il he so wishes, to amend the claims otlfT^e international TTpplicatiT^ii (see Rule \h): 
When? Hjc time limit (br tiling such amendments is normally two months iVom the tlale ol transmittal of :hc 
international search report. 

Where? Oirectly to the International Bureau t)!' WlPO, 34 chemin des Colombettes 

121 1 CJenevj 20, Switzerland. Facsimile No.: -f | I 22 710 14 35 
l or more detailed instructions, see the notes on the accompanying sheet. 

2. O I he applicant is hereby nolilled that no internaliona! search report will be established and that the declaration under 
Article I 7(2)(a) to that cHect and the written opinion ofthe International Searching Authority are transmitted herewith. 

:» Q With rcRiird to Ihe protest against payment oKan) additional fce(s) under Rule 40.2. the appiicant is nolilled that 

the protest together with the decision thereon has been transmitted to the International Bureau together with the 
applicant s recjueil lo forward the lexis ol boih the pri>test and the decision thereon lo ihe designated OITlces. 

O iH> decision has been made yet on the protest; the applicant will be notilled as soon as a decision is made. 
4. Reminders 

Shoriiy arter the expiration of IS months from the priority dale, die international application will be published by the 
international Bureau. It the appiicant wishes to avoid or postpone publication, a notice of withdrawal ofthe micmat^onal 
application, or ol the priority ciaim, must reach the (ntcmationai Bureau as provided in Rules 90bis. I and 90Aw.3 respectively 
before ihc completion ot the technicaJ preparanons for international publication. 

Ihe applicant may submit comments on an inrormal basis on the written opinion ofthe International Searching Authority to the 
International Bureau, fhc fntcrnationai Bureau will send a copy of such comments to all designated Oftlccs unless in 
rnicmationai preliminary examination report has been or is to be established. These comments uould also be made available to 
the public but noi belore the expiration of 30 mcmihs from the priority date. 

Within 19 months from the priority dale, but only in respect of some designated OHlces. a demand for mtemaiional preliminary 
examination must be liled il the applicant wishes to postpone the entry into the national ph:isc until 30 months from the priority 
date (in some Oihccs even later); othenvise, the appiicant must, within 20 months irom the pnortlv date, ncrlbrm the nreseribcd 
acts tor entry into the national phase before those designated Ofiices. ' 

In respect ofolher designated Oinces, the time limit of 30 months (or later) will ;ipplv even if no demand is tiled withm 19 
months. 

See the Annex to Form PC T/IB/JO I and, for details about the applicable time limits, OtTice by Ofllce see the FCT innlictint V 
imiJe, Volume IL National Chapters and the WIPO Internet site. ' ' 



.■^ame and mailing address ofthe ISA/US 
Mail Slop PCT. Attn: i£A;US 
Commissicner for Patents 

P O. Sex 14G0. AlGxandna. Vtrginia 22313-1450 
Fac:,imilc No. 571-273-3201 



/Vuihori7,ed officer; 



; PC r Hetpdesk £ri-27r-'<i300 
! PCJCSP 571-^72-7774 



Lee W. 



Form PCT/1SA.220 (January 20O4) 



Applicants: Graham P. Allaway et al. 
Serial No.: 09/888,938 
Filed: June 25, 2001 
Exhibit 6 



PATENT COOPERATION TREATY 

PCT 

IN TERNATFONAL SEARCH REPORT 



(PCT Article 18 and Rules 43 and 44) 


Applicant s or agent's tile rctercnce 
77840-A-PCT/JPW/BB 


FOR FtRTIIER :,ce l orm PCT/ISA/220 

ACTION as well as. where applicable, item 5 below. 


tntcmutional application No. 
PCT/US 08/05564 


International tiling date (liay. ntotulvyvar) 
30 April 2008 (30.04.2008) 


(Eiu-licst) Priority Date (c/ay-.tnonthyearj 
19 July 2007 (19.07 2007) 


Applicant ■ 

PROGENICS PHARMACEUTfCALS. INC. 



>-'"^" .1-^1^.1 lias uc-cii prcparcu oy itiis fntemational Searching Aulhori 

according to Ariicic l«. A copy is being transmitted to the Inlernalional Bureau. 

( his inleniational search rcpon consists of a total of 3 ;>heels. 

[x] It IS ;(lso accompanied by a copy ofcach prior an documeni cited in this report. 



I . Hiis'ts of the report 

a. With regard lo the hineuagc, the international search was carried out on the basis of 
[X] (he inlcmalional application in the language in which it w;is Hied 
□ a translation of the international application into 



which is the language of 



_ iiiiu whic 

a iranslalion furnished for ihc purposes of miemational search (Rules 12.3{aJ and 23.1(bj). 

h. □ This .niernaiional search report has been established taking into account the rcctincation of an obvious mistake 
authorized by or notilied to this Aulhonly under Rule 91 (Rule '43.6A/.v(a)). 

c. □ WHh regard to any nucleotide and/or amino acid sequence disclosed m the micmat.onal application. :;ee Box Mo. I. 



C crtain claim.s were found unsearchable (see Box No. II). 

□ l-nity of invention is lacking (see l3ox No. III). 

4. With regard to the title, 

Ihc text is approved :is submilled by the applicant. 
CZI Ihc text has been established by this Authority lo read as follows: 



5. With rcKard to the abstract. 

the text is approved as submitted by the applicant. 



□ 



ih« lexi has bci:n csiablishcU. ;iccording lo Kule 38.2(b). bv ihis Auihoriiv as i( appears in Ho.x No IV The •.nol.c-im 
may. w.lhm one monlh from the dale oCmailing oflh.s nucrnaiional search report, subn.i. comment, lothis Aulhor.'ty. 



6. With regard to the drawings, 

a. ihe figure of the drawings to be published with the abstract is Figure No 

as suggested by the applicant. 

n as .selected by this Authority, because the applicant failed to juggesi a figure. 
' ' ii^^l<:t;ted by this Authority, because this Hgure better characterizes the invention. 

b. |XJ none of the (igurcs is to be published with the abstract. 
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Itox .No. II Ob.servations where ceiiain claims were found unsearchable (Continuation ofitem 2 of first sheet) 



Hiis inlcmattonai search report has not been established in respect of certain claims under Article 1 7(2 )(a) lor the Ibllou ing i 
Claims Nos.; 

because ihey relate to subject matter not required to be searched by this Auihonly. namely . 




(. Inims Nos.: 



because ihey relate to parts ol thc inlemalional application that do not comply with the prescribed requirements to such 
extent that no meaninglul international .seiu-ch can be carried out, specillcally: 



Cinims Nos.. 33. 29-39. 121-122 and 126 

because ihcy are dependent claims and arc not dralied ni accordance with the second and third sentences of Rule 6.4(a). 



Box No, lir Observations where unity of invention is lacking (Continuation of item 3 of first shcci) 



This Inlemjlioiial Searching Authority found multiple inventions in this inlemalional applicalicn. as follows 



□ A. 



all required ;idditional search fees were timely paid by the applicant, this intemalicnal search report covers nH searchable 
cjainis. 

2. As all searchable claims could be .-Jearehed wiihout effort justifying additional fees, ihis Authority did not invite payment of 
additional fees. 

3. □ As only some ol the required additional search fees were timely paid by the applicant^ this international se:u-ch report covers 
•nly those claims tor which fees were paid, specilically claims Nos.: 



^ required additional :;carch fees were timely paid by ihe applicant. Consequently, this inlemalional liearch report is 

restricted to ihe invention first mentioned in the claims; it is covered by claims Nos.: 



Remark on Protest The additional search fees were accompanied by the applicant's protest and, where applicable, the 

I 1 payment of a protest !'ee. 

I 1 The additional search fees were accompanied by the applicant's protest but the applicable protest 

^vas not paid within the time limit specified in the invitation. 

I I protest accompanied the payment of additional search fees. 
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Viremic. ART-experienced Patients Infected with CCR5-lropic HIV-1 in Europe. AustraMa. and 
j North America: 24- Week Results. 14lh Annual Conference on Retroviruses and Opportunistic 
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I 



61-80. 94. 1 19, 120 
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L * Jocurncm which may throw doiibrs on pnonty clairn(s) or which is 
cited to establish ihe publrcaiton dale of another citation or other 
•pecial reason las r.precilledj 

O " decumeni referring to an oral disclosure, use, exhibition or oiher 
means 

■P ■ dncumcnl published prior to the international tihng date but later than 
?he priority dale claimed 



• T" later document published after the intemaiional filing cJaie or pnonty 
date and not m conMict with the application but cited lo understand 
the principle or theory anderlymg tnc invention 

.*<" document of particular relevance, the ciaimed invention cannot be 
considered novel or cannot be cennidered to involve an inventive 
:;cp when the doeument is taken alone 



"Y" document of particular rclevancL:; the claimed invention cannot be 
considered to involve an inventive ..lep when the document :s 
combined with one or mere other ^uch documents, such combinaiion 
heini; obvious to a person :. killed in the an 

document member of the yame patent family 
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3 August 2008 (03.08.2008) 


Dale of mailmg of the intemaiional search report 
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I. I his opinion contains indications relating to ihc following items: 
Basis ol'lhe opinion 
I^riority 

Non-cstablishment ofopinion with regard to novelty, inventive step and industrial applicability 
Lack of unity of invention 

lieasoned .statement under Rule 43his. Ma)(i) with regard to novelty, inventive step or industrial apnlicabiliiv 
citations and explanations supporting such statement ' 





Ho.K Mo. 1 


□ 


Bo.x No. II 




Box No. in 


□ 


Hox Mo. IV 




Uox No. V 


□ 


liox No. VI 


□ 


Hox No. VII 


□ 


liox Mo. VIIJ 



Kl.RTIIKR ACTION 

il a demand for inlemationa) preliminary examination is made, this opinion will be considered to be 



rmernationul Preliminary Exannning Authority ('MPEA"rexcept lhal this" d;^;"not"apVly apphcanrjh^^^^^^ 
other than this one to be the I PEA and the chosen IPEA has notilied the Interriat.onal Bureau under Rule 66 Ibis-ib) ThaiuS 
opinions ol this international Searching Authority will not be so considered. i / i i men 

irihis opinion IS, as provided above, considered to be a written opinion ofihc IPEA. the applicant is invited to submit lo the IPVA 
t^'-?nT^ 7 together, where appropriate with amendments, betbre the expiration of 3 months Irom the date of mailing ofFonn 
l*C I./ISA/220 or before the expiration ol 22 months from the priority dale, whichever expires later. 
For lurlher options, :>ee Form PCr/ISA-'220. 



3. For further details, see notes to Form PCT/1S A/220. 
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linx No. I Basis of this opinion 



International application No. 
PCT/US 08/05564 



I. With regard lo the language, this opinion has been established on the basis of: 
[X] the imcmaiional application in the language in which it was (lied. 

□ a translation ofthe international application into which is the language of a 

translation lumished for the purposes of international search (Rules 12.3(a) and 23. 1(b)). 

2. □ Fhis opinion has been established taking into account the rtrctir.calion of an obvious mistake authorized bv or noi.ned 
to this Authonly under Rule 9 I (Rule 436/j I (a)) y i» noimca 

3 With regard .o any nucleotide and/or amino acid sequence disclosed in the internatmn;.! application, this opinion has been 
csiablislied on the basis ol: > i i o u^-tH 

a. I vpc of material 
□ J sequence listing 

tablet s) related lo the sequence listing 

b. format of material 
DO paper 

I } in electronic I'orm 

c. iinic of filing/ furnishing 
contained in the international application as tiled 

CD fdcd together with the intemaiionai application in electronic fcrni 
Q fiimishcd subsequently to this Authority for the purposes of search 

-I. □ In addition, .n the case that more than one version or copy of a sequence listing and/or tablets) relating thereto has been 
tiled or (umishcd, the required statements thai the information in the subsequent or additional copies is identical lo that 
in the application ;is hied or does not go beyond the application as tiled, as appropriate, were furnished 



5. Additional comments; 



l-cnn f-*CT/iS*A/237 iBox No. I) (April 2007) 



WRi n CN OPINION OF THE 
IN l KKNA HONAK SKARCmNG Al/rHORITY 



Inicmaiional applicaiion No. 
PCT/US 08/05564 



Box No. Ill Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 



InnhrMl'r' "^"11^' 'PP'"'' ^" '"'"'^'^ ^" ^^^-'P obvousX or ,o be indusinallv 

iipphcabk have not been examined in respect ol' muu^iuijiiy 

liie enlire international appjication 

23. 29-39. 121-122 and 126 



claims Nos. 



Hccjiuse; 



□ 

llie N:iKi international application, or the said claims Nos 

s:itKli*i>l m-ilt<>r tk^liioK .lit^^n 1 . I 



subject matter which docs not require an international search (spec t/y): 



relate to the IbHowing 



ihc description, claims or dra\vings (imiicate parttcufar elenwnts heluw) or said claims Nos. ^ 3. 29-39. 121.122. 126 

are so unclear that no meaninglUI opinion could be formed {spectjy}: 

Claims 23. 29-39. 121. 122 and 126 are not drafted in accordance w.m th« <.'«c^« 



improper multrple dependent claims. 



126 are not drafted in accordance w.th the second and third sentences ol Rule 6.4 (a). These claims ; 



□ 



ihc chiims. or said chums Nos. 

by the description thai no meaningiul opinion could be formed fspecijy/: 



:ire so inadequately supported 



no international search report has been established Ibr said claims Nos. ^""^ 



□ 



□ 



□ 



pcnninglul op.n.on could no. be fonncd w.houl ihe sequence l.s.ing; the appljcam did nol. w.ih.n the prescribed ..me lirnii: 
|_J furnish a sequence lisling cn paper complying vviih ihe standard provided for in Annex C oCihc Adminisiraiivc 
Insl^enons. and such l.simg wiu: not available lo ,hc Inlcniationai Search.ng Au.hon.y in a Ibnn and numner acceptable 

□ lUriiish a sequence listing m electronic lorm complying with the standard provided for in Annex C ol the Administrative 
Insiruccns. and such l,.s..ng was no, available to the Intcniational Searching Authority .n a torn, and manner acceptable 

^ Kl'llXTottbr '"""'""^ """'"'"^ or a sequence listing .n response to an invitation under 

a meanmgtui opinion could not be (brmed without the tables related to the sequence listings; the applicant did not within the 
prescribed time inu, furr„sh such tables in electronic lorm complying with the technical requLments provided for tn 
Annex L-h.s ol the Administrative Instructions, and such tables were no. available to the International Searching Authonty n 
J lorm and manner acceptable lo it. ^ ^^umui uy m 

.he tables related to the nucleoude a«dor ammo acid sequence listing. U rn electronic form only, do not comply with the 
iLchnical requirements provided for in Annex C-A/j of the Administrative instructions. P X me 



□ 

See Supplemental Rox for I'urthcr details. 
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nox No. V Reasoned statement under Rule 4JA«J (a)(i) *vith regard to novelty, invenrive step or industrial applicability, 
citations and explanations supporting such statement 



I. Sialemcnl 

Novel I y (N) 

Iii\cnlive sicp ( IS) 

Iiuiuslriiii upplicability (lA) 



Claims 
Claims 

Claims 
Claims 

Claims 
Claims 



22. 24-28. 46-48. 61-35. 105, uod 107-120 



40-45. 49-60, 96-104. 106. and 123-125 



1-22. 24-28. 40-120. and 123-125 



1-22. 24-28, 40-120. and 123-125 



V'HS 
NO 

YES 
NO 

YES 
NO 



Cilalions and explanations: 

j OLi^NVl'^'^^Z'tJ^^^^^^^ '''' "^^ ^-^'^'^ ^^<^' - ''-"^ -"^'P-'-«' ''V US 2007,002644, A1 ,o 

Rogarding claim 40. Olson 441 teaches a method of reducing viral load in an HIV-1-infected human subject which comori,*.^- 
CCR5 recuplor monoclonal antibody which inhibits HIV-1 fusion with CD4+CCRS* 

:,::o^TdtTh°^ii°mrdT^^^^ 'i^^^ti^^^^t^t::!:^ --r 

HG^^hTa'^Cc"^^^^^^^ '^''r^'l^li^^l^' consU.'',CH%rs'e?c:rd"e'^:;'^Y^ pral^^d'^e^^Xt^^.VHrP^^^^^^^^ 
I oSnTn PTaS " " P'--^^ designated pVg4:HuPRO,40 (mut B*D*I)VH (ATCC Doposr 

- wherein (he effective HIV-1 viral toad-reducing doso is selected from 5 mg per kg of the subject's bodv weiahl or 10 mn/ko ,f .h 
.ubiecfs body weight of the subject's body weight, so as to thereby reduce me subjecrs fviral^nSooai?).^^^^ ^ 

Regarding claim 42. Olson 441 teaches a method of reducing viral load in an HIV-1 -infected human subject which comprises- 

subcutaneously administenng (para [0074]) to the subject an elfecttve HIV-1 viral load reducing dose oUa) a hu^rna3nnlih~iv 
designated PRO 140, or ,b) an anti-CCR5 receptor monoclonal antibody which inhibits HIV- 1 fusion wHh yoi^CCR^^ 

- «"^^re-n PRO 140 compnses (.) two light chains, each light chain comprising the light chain variabinVL) and constanUCU reoinn. 
encoded by the plasmid designated pVK.HuPR0140-VK (ATCC Deposit Dosignation^PTA4097). and (i ) h«o heaw 
Sh rTCc"?,rnn^rnIfn^'? '"prf <:!f"',^1^°"^'='"' ^^3ions encoded either by the plasmid designated pVg4 HSpR01^ 
Oes^gnati^n^A-^S99) ^^^^098) or by the plasmid designated pVg4:HuPR0140 (mut B*D*I)-VH (ATCC Oeposa 

t^e^'uTcll' H^rali^^^^^^ '<'^'^'^^^"^ 2-10 mg/kg of the subject's body weight, so as to thereby reduce 

Regarding claim 59. Olson 441 teaches a CCR5 receptor antagonist (para (00281) which when Jdministcrnrt to Hiv ,nf=^.=H k . 
results in ;j grtiiter than or equal to 1 loqIO decrease (To 51 in HIV RMA k= i . ■^"'"'"'S'ered to jn HIV-infected subject, 

udministration to the subject (para [OO^IhOO^^T ' '° 

Regarding claims 41. 43 and 103. Olson '441 further teaches the HIV-1 viral load reducino dose ^ mn/tr, of ,ho ...hi^^,- k ^ 
1 0 mg per kq of the subject's body weight (para fC03 1 J). reducing dose ,s 5 mg/kg of the iubject s body weight or 

Regarding claim 44. Olson '441 also leaches the elfective HIV-1 viral load-reducing dose is a total of ,50 mg or 300 mg (para (0269)) 

•:s7vL?rd%isr3i,;sa^r^^^^ 

and (ii) two heavy chains, each heavy chain compri'sing the heavy chlin variable (VH^ani ,^^^^^^^ TJ^I"^^'- 
designated pVg4.HuPR0140 HG2-VH rATCC Deposit Designation PTA^098, (Isl m ^^T-^:^^^^^^^^ 
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In case the space in any of the preceding boxes is not jiufllcient. 

Continuation of: 

Box V(2). Citations and explanations: 

l7:n1STJL°:'Z ':iLT^X^^ ^reducing dose is sufficien. .o achieve in ,He subjec. a sen^n, concon.,a«on o, 

r^rln,?^,^n!^l^- "'f^n""^ futher teaches ihe viral load-reducing dose is surficienl to achieve and maintain in the subiecJ a serum 
,Tm? nl^^. ,V , selec ed from the group consisting of at least 1 ug/ml. about 3 to about 12 ug/ml. at least Sug^mT at Ie~s7l0 

ug/ml. at least 25 ug/ml and at least SO ug/ml (para (0097)). -juy/'iu. leasi lu 

[0098]).'"^ '***^ '^^''^ '^^ reduction of the subject's HIV-l viral load Is maintained for at least one week (para 

ie:^t^;otr'?.t:^^.r/,°'i';7er °' --"-'■^ - -° - 

rSrir^ogll! oM^^^^^^^^^^^ -'^""'^ S""- -ciministration of the CCR5 

^nTXt" h!tT»^!; ?n^", m"' '"'^"f' '"^ ^""'^^'■^ "'^^l '"^"^ '^'^""^'^ "y '^^s' following administration of the 

jnlibody. by at least 90% following administration of the antibody (para (0099)). ^wrfuon of ine 

Hrv^SoiOO))"' '"^^^^ co-administering to the subject at least one additional antiretroviral agent effective against 

Re-jarding claim 58 Olson -441 further teaches Ihe antiretroviral agent is a nonnucleoside reverse transcriptase inhibitor (NNRTU a 
nucleoside reverse transcnptase inhibitor (NRTI). a protease inhibitor (PI), a fusion inhibitor, or any combination thereoHpara (0101]). 

^r^n^t" wi?h !K„'if • also teaches the antiretroviral agent is at least one additional CCR5 receptor antagonist that does not 

compete with the humanized monoclonal antibody designated PRO 140 (para (02931). uues noi 

Regarding claim 60. Olson 441 further teaches the subject is treatment na ve or treatment-experienced (para (0100)). 

.TeJqna.".^ PRO MO oMb> '^n'J^crf^''^^ "".^ ^^""^ T^^' ^""'9°""'' 'P^^^ I0°951) selected from (a) a humanized antibody 
Jtbigna ed PRO 140. or (b) an jnti-CCR5 receptor monoclonal antibody which (i) binds to CD4+CCR5+ cells in the subiecl and inhihitc 

cTrDyirrRf* ^"T "Ik" '"'I"""*'' ^'"^ CD4*CCR5* cells Jth a potency equal or greater than tf,at^rPRS^,'4^' ( ,^ 

rnitr^R^* rT. fn '? '^"^'"^ °' ^"'=^ ^"'=)°<=«- and/or (iv) binds to the subject-s 

r^^^J^^ s ^1 k" '" an increase in the subject's plasma concentration of circulating 13-chemokines. wherein PRO 140 

compnses (I) two light chains, each light chain comprising the light chain variable (VL) and constant (CL) regions encoded bv»,« nl«™iH 
designated pVK.HuPRO140VK(ATCC Deposit Designation PTA-4097). and (ii) two heavy chains. eaSThra^^aln .^r^prfsing^^^^^ 
Cham var«.ble (VH) and constant (CH) regions encoded either by the plasmid designated pVg4:HuPRO140 HG2-VH^Tcc SeDo^^^^ 
[0094^ °" °' '^^ P'^'""^ designated pVg4:HuPRO140 (mut B*D*I>.VH (ATCC Deposit Designation W^4099)'|pa?a 

Regarding claim 101 . Olson '441 further teaches viral load reduction in Ihe subject persists for about two to three weeks (para (0098)). 
(0074)).'"^ '""^ ^^'^^ '^'^^P'"' antagonist is administered intravenously or subcutaneously (para 

Regarding claim 106. Olson "441 further teaches a pharmaceutically acceptable earner (para (0140)) 

Regarding claim 123. Olson '441 jlso teaches co-administenng an HIV entry inhibitor which is an antibody (para (02171 2D7) 
Regarding c am 24. Olson '441 further loaches the HIV entry inhibitor antibody is a monoclonal antibody (para (0217 ) 
Regarding claim 125. Olson -441 also teaches a humanized antibody that is TNX-355 (cara (0009)). 

Claims 46 and 95 lack an inventive step under POT Article 33(3) as being obvious over Olson '441. as above. 

^'s^" 8 ion m'/^J!)^4^?in^7Tl-''r^^^ Si^ ""f^^^^l '^'^"""^ "^^^ odministered subcutaneously reduces HIV-1 viral load by 
Jnl nf rilVfJ i°°''^H0047]. ng 5). Olson -441 does not leach 1.5-2 loglO. Since the range of Olson '441 significantly overlaps the 
range of claim 46. one of ordinary skill in this art would recognize that it is obvious over it. overlaps the 

Regarding claim 95 Olson '441 teaches a CCR5 receptor antagonist which, when administered to an HIV-infected subject achieves an 
:;uTlc?(p"JaTo:raH004^^^^^^^^^ ^""'^^ '° ' ' '° odS.rar;to thC 

TZVM^^^'' "°' 'V^ " ^^^^ '° °' ''"^•'^^ =kill in this art based on routine experimentation 

'.hnf. h1 n1n»?°.''" r« '"r"". "^^^ '"^'^"^^ maximum decrease of viral load in the sub,ecl oTup to 2 5 log 0 bv 

jbout (Jay nine to day fifteen following administration to the subject. lo ^.a log i u oy 
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In case the space in any of the preceding boxes is not sufncienl. 
Cimliniialion of; 

Box V(2) and the preceding Supplemental Box 1: 

I ^F^^I^^r^'^L^'^J^.i'''^.-^^- ^^'^^ 1™* J?''"' ^® '^^ ^" '""^""^^^ "'^P Article 33(3) as being obvious over an abstract entitled 

.fZ ,^r T ? Optimized Background Therapy in Viremic. ART-experienced Patients Infected with CCRS-tmoiT 

HIV-1 .n Europe, Australia, and North America: 24-Week Results' by NELSON et al (hereinafter Nelson') in view of Olsc«; 44l 

Regarding claim 1. Nelson teaches a method of reducing viral load in an HlV-l-infected human subject which comprises administerina to 
Ihe subject an ortective HIV-I viral load reducing dose of a CCR5 receptor antagonist (pg 1 para t) doministenng to 

■■ "'"^ 1°^'^- '^"""^ .""se of the CCR5 receptor antagonist achieves an HIV RNA rediliction of up to about 2 0 loo 10 in the 

subject following administration of the CCR5 receptor antagonist (pg 1 table In 1) ^ 

Tin ^,^^^7 tt^'Tt^^r^"' "^^Tf""^^ ^ ^'^ ^^^^ "^""^ «P9 P"'^ 3. In 5). Nelson does not teach an HIV RNA reduction of 

up lo uboul 2 5 loglO. Olson 441 leaches a method of reducing viral load in an HIV-l-infected human subject which comprises 
:.dmin,slenng lo .he subjec an eff«:Uve HIV-I viral load reducing dose of a CCR5 receptor antagonist (pa a (003 m OlZ afi leaches a 
viral load reducing dose of the CCR5 receptor antagonist achieves an HIV RNA reduction of up to about 1 8 loglO n a?ubiert fSnn 
I adnimistration of the CCR5 receptor antagonist where the subject is a mouse (para (0046M00471. fig 5) over ^1 2 day periidlf^rg ^ 

fo ,.-h!pr';n°HrplA ^'<"' ^'^ ^^sed on routme experimentation to cLbine the methods'^ol Neln and Olson 

I bltL ?J Ol^n! °' "P f out 2.5 logic. One of ordinary skill in this art would have been motivated to^o so 

because Olson 441 s method shows an equivalent HIV RNA reduction over 1/14 Ihe time period. " oo so 

^7Z^^f,''lT,ilJ^^!.^Z?J%^'^^^,^ method of reducing viral load in an HIV-l-infected human subject which comprises administerinq to 
the iubject an effective HIV-1 viral load reducing dose of a CCR5 receptor antagonist (pg 1 para 1) mmistenng to 

- Wherein the viral load reducing dose of the CCR5 receptor antagonist achieves a mean logic HIV RNA change of from about -1 97 (do 
I n, 'n i]*] ' '"h^ '""'^h f ' • P'"^ 3- 5) '°"°«*"9 administration ofTha CCR5 receptor anlago^^t '"^ 

S V 7 J^^ nTrZ^JTn H '^"^ *" ^" H'V+infected subject which comprises administering to thisubject an effective 

HIV-I v.ral load reduang dose of a CCR5 receptor antagonist (para (00281. (0031)). as well as a viral load reducing dose of the CCrS 
receptor antagonist achieves a mean loglO HIV RNA change of from about -1.0 to about -1.7 in -he subject by about ^y five foatout dav I 
I en following adrriinis ration o the CCR5 receptor antagonist wherein Ihe subject is a mouse (para (0046)-r0047). fig 5) U would h^e been 
.bvious to one of ordinan, skill ,n this art to use the method of Olson 441 on humans as in Nelson. One of ordinary ski nThis art woufd ' 
I have been motiv;i.ed lo do so because Olson •44rs method shows an equivalent HIV RNA reduction over about lVl4 the time p^n*d 

,hn^.^^hi'2£,'''^'r.fl;lt^SrJt^''''ff IT^^ °' ^'^"'='"9 viral load in an HIV-l-infected human subject which comprises administennq to 
Ihe iub/ect an effective HIV-I viral load reducing dose of a CCR5 receptor antagonist fpg 1 para 1 ) orninisienng to 

- Wherein Ihe elfective HIV-1 viral load reducing dose results in a greater than tenfold decrease in HIV RNA (pg 1 . table In 1 ) in the 
.ubiect at about 168 days following administration of the CCR5 receptor antagonist (pg 1 para 3 In 5) .mi, mine 

■n1n°HivTrn(7r,Irt''hn h*^"* ^* '^^^^ '""""'"^ ad-^inistration. Olson 44 i teaches a method of reducing viral load 

in an HlV-l- nfected human sub,ec( which comprises administering to the subject an effective HIV-I viral load reducing dose of a OCRS 
rr^rol°« n H^r^tA ^'^J^^ Olson also teaches an effective HIV-1 viral load reducing dose that results in a gre^a?er thantentoW 
decrease in HIV RNA in the subject at about ten days following administration of the CCR5 receptor antagonist (plra (00461-r00471 Fia 51 
fnTi^Vn "rT^^ Jl ""^^ """'""^ '° °' "''^"^ ^« '° <he method of Olson t.4S' on Sr^^nf 

tS^-cVrif^crHrrvfan^^^^^^^^^^ reTatc'iire^^pT^^^^^^^ — - —9 - 

"■h"^^1 fi« H ^ *ve HIV- 1 viral load reducing dose results in a > or = lo 1 logi 0 reduction in HIV RrOA (pg 1 . table im ) in the subiect atl 
jbout 168 days following administration of Ihe CCR5 receptor antagonist (pg 1 para 3 In 5) subiect jt| 

nr™"dl?f "°' ""fJ^""?*^" """"'^ ^' ^"P"' "^^ 5 'P "^"^ ''"y '5 following administration of the CCR5 receptor antagonist 

1 miv ? f 1^ °' '"^^ H'V-'-infected human subject which comprises administering to Ihr sTiect an 

effective HIV-I viral load reducing dose of a CCR5 receptor antagonist (para (0031]). as well as an effective HlV-l viral load redudnq dose 
results m a > or = to 1 loglO reduction in HIV RNA in a subject at about day 5 to about day 15 following administration oMhe CCRS 

art to use the method of Olson 441 on humans as m Nelson. One of ordinary skill in this art would have been motivated to do so b^auLe 
Olson 44 1 s method shows an equivalent HIV RNA reduction over about 1/14 Ihe time period. oecause 

compnses:""'"" "^^'^"^ ^"^"'^^ " ""^'^"^ °' p'p^^''"^ <=°'** 'P^ 2. para 1) in an HlV-1-,nfecled human subject which 

-- ..dminislering to the subject an effective CD4+ cell count-elevating dose of a CCR5 receptor antagonist (pg 1 para 1) 
Nelson does not teach an anti-CCRS receptor monoclonal antibody. Olson '441 teaches a CCR5 receptor antagonist (para 100281) that is 
(a) a numanized antibody designated PRO 140. wherein PRO 140 comprises (i) two lioht chains each linht rhain ^nmorilT^ 7k • 

Th s ,K '""I ^^'f'T- "^P^ ^^^^ P''^'" <^'"P"S'"9 "^e f^eavy chain variable (VH) and constant (CH) regions ^n^ded 
either by the plasmid designated pVg4;HuPRO140 HG2VH (ATCC Deposit Designation PTaUo98) or bv the niasmid ri^^^n^=i2?^ 
pVg4:HuPRO140 (mut B*DHyvH (ATCC Deposit Designation PTA-4099) (para (0031)) designated 
Olson ■44 1 also teaches an effective HIV- 1 viral load-reducing dose of it comprises from 0. 1 mg per kg to 1 0 mq per kq of Ihe subiacf^ 
body weight. Olson further teaches "In many instances. mAbs provide safety, efficacy and ease-of-use promeT^harare unnvalted bv ?rn.i. 
molecule compounds.- (para (0027]). It would have been obvious to one of ordinary skill in this art lo us^me antcc?5 ™^ 
^Zml I^Ah ° ° T.'^o,'" °f Nelson. One of ordinary skill in this art would have been motivated lo do so for the 

benefits mAbs provide taught by Olson '441 . It would have been obvious to one of ordinary skill in this art based on rout.ne 
experimentation to have .he effective CD4* cell count-elevating dose be selected from 0.1 mg per kg to 25 mg per kg of the subject's body 
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Regarding claim 81. Nelson teaches a method of reducing viral load in an HlV-l-infected human subject which comprises adminislerina to 
the subject an effective HIV-I viral load reducing dose of a CCR5 receptor antagonist (pg 1 para 1 ), 

- wherein the viral load reducing dose of the CCR5 receptor antagonist achieves an up to 2.0 log 10 HIV RNA reduction fpg 1 table In 1) 
by about day 168 following administration, so as to reduce the subject's HIV-I viral load (pg 1, para 3. In 5). ' 
Nelson does not teach an anti-CCR5 receptor monoclonal antibody nor an up to 2.5 log 10 HIV RNA reduction by about day nine or day 
ten. Olson '441 teaches method of reducing viral load in an HIV-l-infected human subject which comprises: 

- ddministering to the subject an effective HIV-I viral toad reducing dose of (a) a humanized antibody designated PRO 140 or of (b) jn 
.inli-CCRS receptor monoclonal antibody which inhibits HIV-I fusion with CD4+CCR5+ cells. 

- wherein PRO 140 comprises (i) two light chains, each iight chain comprising the light chain variable (VL) and constant (CL) reqions 
encoded by the plasmid designated pVK:HuPRO140-VK (ATCC Deposit Designation PTA4097), and (ti) two heavy chains each heavy 
Cham compnsing the heavy chain variable (VH) and constant (CH) regions encoded either by the plasmid designated pVg4-HuPRO140 
HG2VH (ATCC Deposit Designation PTA.4098) or by the plasmid designated pVg4:HuPRO140 (mul B+O+O-VH (ATCC Deoosit 
Designation PTA-4099) (para (0031]). i^oMowi 
Olson '441 also teaches an effective HIV-I viral load-reducing dose achieves an up to 1.8 Iog10 HIV RNA reduction by about day nine or 
day ten following administratron. so as to reduce the subject's HIV-I viral load wherein the subject is a mouse (para (00461-(00471 fig 5) 
Olson further teaches "In many instances. mAbs provide safety, efficacy and easo-of-use profiles that are unrivalled by small -molecule 
compounds.- (para (0027)). It would have been obvious to one of ordinary skill In this art to use the anti-CCR5 receptor monoclonal 
antibody of Olson '441 in the method of Nelson. One of ordinary skill in this art would have been motivated to do so for the benefits mAbs 
provide taught by Olson '44 1 . It would have also been obvious to one of ordinary skill in this art based on routine experimentation to 
achieve ^n HIV RNA reduction of up to about 2.5 log 10 by about day nine or day ten following administration. 

Regarding claim 82. Nelson teaches a method of reducing viral load in an HIV-l-infected human subject which composes 

- administering to the subject an effective HIV-I viral load reducing dose of a CCR5 receptor antagonist (pg 1 para 1) 

- wherein the viral load reducing dose of the CCR5 receptor antagonist achieves an up to 2.0 log 10 HIV RNA reduction (pg 1 table In 1 ) 
by Jbout day 168 following administration, so as to reduce the subject's HIV-I viral load (pg 1. para 3, In 5). . . ; 
Nelson does not teach an anb-CCRS receptor monoclonal antibody nor an up to 2.5 loglO HIV RNA reduction by about day nine or day 
ten. Olson '441 teaches method of reducing viral load in an HIV-l-infecled human subject which comprises: 

.- administering to the subject an effective HIV-I viral load reducing dose of (a) a humanized antibody designated PRO 140 or of (b) an 
anti-CCR5 receptor monoclonal antibody which inhibits HIV-I fusion with CD4+CCR5+ cells. 

~ wherein PRO 140 comprises (i) two light chains, each light chain compnsing the light chain variable <VL) and constant (CL) reqions 
encoded by the plasmid designated pVK:HuPROl40-VK (ATCC Deposit Designation PTA4097). and (ii) two heavy chains each heavy 
Cham compnsing the heavy chain variable (VH) and constant (CH) regions encoded either by the plasmid designated pVg4 HuPROl40 
HG2VH (ATCC Deposit Designation PTA^098) or by the plasmid designated pVg4:HuPROl40 (mat B+D+O-VH (ATCC Deoosit 
Designation PTA-4099) (para (00311). i wo» 

Olson '441 also teaches an effective HIV-I viral load-reducing dose that achieves a 1.20 loglO to 1.83 loglO HIV RNA reduction by about 
nine to ten days following administration, so as to reduce the subject's HIV-I viral load wherein the subject is a mouse (para (00461-1004 71 
frg 5). Olson further teaches "In many instances. mAbs provide safety, efficacy and ease^f-use profiles that are unrivalled by small- 
molecule compounds." (para {0027]). It would have been obvious to one of ordinary skill in this art to use the anti-CCR5 receptor 
monoclonal antibody of Olson '441 in the method of Nelson. One of ordinary skill in this art would have been motivated to do so for the 
benefits mAbs provide taught by Olson '441 . It would have also been obvious to one of ordinary skill in this art based on routine 
experimentation to achieve an effective HIV-I viral load-reducing dose achieves a 1.20 loglO to 1.83 loglO HIV RNA reduction by about 
nine to ten days following administration, so as to reduce the subject's HIV-I viral load. 

Regarding claim 83, Nelson teaches a method of reducing viral load in an HIV-l-infected human subject which comprises 

- administenng to the subject an effective HIV-I viral load reducing dose of a CCR5 receptor antagonist (pg 1 para 1), 

- wherein the viral load reducing dose of the CCR5 receptor antagonist achieves an up to 2.0 loglO HIV RNA reduction (pg 1 table In 1) 
by about day 168 following administration, so as to reduce the subject's HIV-I viral load (pg 1 . para 3. In 5). . . . / 
Nelson does not teach an anU-CCR5 receptor monoclonal antibody nor an up to 2.5 loglO HIV RNA reduction by about day nine or day 
ten. Olson '441 teaches method of reducing viral load In an HIV-l-infected human subject which comprises: 

~ administering to the subject an effective HIV-I viral load reducing dose of (a) a humanized antibody designated PRO 140 or of (b) an 
anti-CCR5 receptor monoclonal antibody which inhibits HIV-I fusion with CD4+CCR5+ cells, wherein PRO 140 comprises (i) two light 
chains, each light chain compnsing the light chain variable (VL) and constant (CL) regions encoded by the plasmid designated 
pVK:HuPRO140-VK (ATCC Deposit Designation PTA4097). and (ii) two heavy chains, each heavy chain comprising the heavy chain 
vanable (VH) and constant (CH) regions encoded either by the plasmid designated pVg4:HuPRO140 HG2VH fATCC Deposit Desiqnation 
PTA-4098) or by the plasmid designated pVg4:HuPRO140 (mut B-^D+Q-VH (ATCC Deposit Designation PTA-4099) fpara 100311) 
Olson '441 also teaches an effective HIV-1 viral load-reducing dose results in a suppression of viral load by at least 1 .0 foglO within about 
five days following administration, so as to reduce the subject's HIV-1 viral load wherein the subject is a mouse (para (00461-100471 Hq 5) 
Olson further teaches "In many instances. mAbs provide safety, efficacy and ease-of-use profiles that are unrivalled by small-mole<^ule 
ompounds.- (para [0027]). It would have been obvious to one of ordinary skill in this art to use the anti-CCR5 receptor monoclonal 
antibody of Olson '44 1 in the method of Nelson. One of ordinary skill in this art would have been motivated to do so for the benefits mAbs 
provide taught by Olson '441. It would have also been obvious to one of ordinary skill in this art based on routine experimentation to 
achieve an effective HIV-1 viral load-reducing dose results in a suppression of viral load by at least 1 .0 log 10 within about five davs 
following administration, so as to reduce the subject's HIV-1 viral load. 
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Regarding claim 84 Nelson teacties a method of reducing viral load in an HIV-l-infected human subiect which comprises 
" liT'l T^ to the subject an effective HIV-I viral load reducing dose of a CCR5 receptor antagonist (pg 1 p^ra 1) 

tv^^TA JZ f^ntl^'iZ^ "^^ ''^''^ "^^"^ ""'^9°""^ ^'^^^ '° 2 ° 'oglO HIV RNA reduction (pg 1. table In 1, 

by about day 168 follovwng administration, so as to reduce the subject's HIV J viral load (pg 1 pa7a 3 In 5) 

!;irn?.n^L7lirh^ ^" -""""ctonal antibody nor an up to 2.5 loglO HIV RNA reduciion by about day nine or day 

len. Olson 44 1 teaches method of reducing viral load in an HIV-l-infected human subject which comprises- ^ 

Tn^rrRS ? ^""'f' T ^rt^'!:'" °' ^ """^anized antibody designated PRO 140 or of (b) an 

jnti-CCRS recep or monoclonal antibody which inhibits HIV-I fusion with CD4*CCR5+ cells, wherein PRO 140 compnses (i) tlvo I oht 
o^^"huPR<5 4tvK?rTCC &"''"^'n and constant (CL) regions encoded by the plas^'des.gnit'J^ ^ 

vraWa^VH^t^ r^ntl^. r^H^"^^ ^''^"^'L^ PTA4097). and (ii) two heavy chains, each heavy chain compnsing the heavy chain 
PTA^na«,^' H ,h ? ' regions encoded either by the plasmid designated pVg4:HuPRO140 HG2VH (ATCC OepositDes^nation 

a^n "4/1' .Ws^^'J^.h" '"f u!v'! PVS'' ""PROI^O B*D*a-VH (ATCC Deposit Designation PTA-io99) (parrpMll) 
Olson 441 also teaches an effective HIV-I viral load-reducing dose results in a greater than len fold decrease in HIV RNA in the subiect bv 
jibout ten days following administration, so as to reduce the subjecfs HIV-I viral load wherein the subject is a mouse (para [OwlKVl | 

Olson further teaches that "(iln many instances. mAbs provide safety, efficacy and ease-of-use pronies that are unrivalled bv small- 
'^°J^rll^":T::^ " '^^^^ ""vious to one of ordinary skill in this art to use the on«-CCR5 recep,^ 

monoclonal antibody of Olson "44 1 in the method of Nelson. One of ordinary skill in this art would have been motivated to do so for the 
benefits mAbs provide taught by Olson 44 1 II would have also been obvious to one of ordina^r skill in this art based on rouUna 
expenmenlalion to achieve an effective HIV-I viral load-reducing dose results in a greater than ten fold decrease in HIV RNATnVe subiect I 
by about len days following administration, so as to reduce the subject's HIV-1 vir^ load. subject 

Regarding claims 107. Nelson teaches a method of reducing vira load in an HIV-1-lnfected subject, which comprises 

(a) determining thai the subject is infected with a CCR5-tropic strain o(HIV-1 and 

(b) administering to '"a subject an effective HIV-I virallOad reducing dose of a CCR5 receptor antagonist (pg 1 para 1) 
Nelson does not leach CCR5 receptor antagonist which is selected from (a) a humanized antibody designated PRO 140 or (b) an anli- 
Sfmpristsf of reducing viral load in an HIV-i-infecTed human subjecrwhich 

Tto"*^ o'?mi°i'^'?'n,??rRr*"^ '? "'^ ^""'^'^ ^"^^"'^ ""^ '"^"^ ^'^"'='"9 ""^^ °f f=) ^ humanized antibody designated PRO 
140. or of (b) an anti-CCR5 receptor monoclonal antibody which inhibits HIV-I fusion with CD4+CCR5+ cells snjieo t-^Kj 

' '."".^[^"f^^ comprises (i) two fight chains, each light chain comprising the light chain variable (VL) Jnd constant (CL) regions 
encoded by the plasmid designated pVK:HuPRO140-VK (ATCC Deposit Designation PTA4097). and ( i) two heavy chains ea^Tavv 
Hr TvH ,T;?r ° ^^^'? ^^"^-^'f •yo"^ '^"> ^""e' "y 'f^e plasm d designaLd pVg^ H^R0 1 ^ 

Se^'^aion PM-:S°99; ^^fr^^oi"^ ' " PV94:HuPRO140 (mut B^D.Q-V^H (ATc'ckposT''" 

Olson further teaches that ■['!" many instances. mAbs provide safety, efficacy and ease-of-use profiles that are unrivalled by small- 
molecule compounds, (para (0027 ). II would have been obvious to one of ordinary skill in this art to use the anti-CCRS receotor 
bTn^-^U^r Xrde1a°u^^^ °' °' ^ -""^ ''-^ to^do^rfor the 

f ^nTr^ln fo'ffl^ i^o1n1^'!t' ^"^^^^f r^'i'^a^a dose of the CCR5 receptor antagonist achieves an HIV RNA reduction of from 

lOMfiMfind^ fif s ?, iH H ^^'T 'k ""^'"2 ^''"""'^"^«°" °' '"e CCR5 receptor antagonist wherein the subject is a mouse "para 
0046H0047). fig 5). t wotrid have also been obvious to one of ordinary skill in this art based on rautine experimentation to have a v ral 
,oad reducing dose of the CCR5 receptor antagonist that achieves an HIV RNA reduction of from 1.20 loglO to 1.83 loglO in!he suject 
following administration of the CCR5 receptor antagonist in a human. a " me suojeci 

.?I'foofo'rPrii,Hion' in'^Vv RM? 1^°"^ °' ''''^ ^ "^^"^ °" ^""""^ experimentation to have the > or = 

to 1 loglO reduction in HIV RNA persist in a human subject for about ten days to about three weeks. 

ZeS^^ — ^ - 15 after administering to the 

SrSlv!';:,',' ?J^S%21:^Ts:79 t"""" ^^^^ '° ^"^^ --^-'n-ering .o the subject the 

■nrrav^ncus'iy (para So^jT' '"^^ '""^""^ ""'^ °' """"^ ^"""'"^ ^"'^^onis, is a single dose odministered 

Regarding claims 1 1. 12. 87. and 115. Olson '441 also teaches the HlV-1 viral load reducing dose is 5 mg/kg of the subject's body weioht 
or 10 mg per kg of the subject's body weight (para 10031)). = i uooy weignt 

Regarding claim 13 Olson '441 further teaches the viral load reducing doses of the CCR5 receptor ,-intagonisl are administered about 
u^very two weeks, about every four weeks, or about every six weeks after administration of a first dose (para (00981) 
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s:^Zt^:Xill'r°m7,T '"""'"""'^""^ "'^ ""'^^ -"^"""^ dose o,.he CCR5 recep.o, antagonis, is administered 

r^SLusly (para loo" 47 "'^ ''^""'^ '^'"^^ °' '^^"^ - W - a a,u,..p,a dose administered 

(P9T*b?e^'n7).''' '"""^ ^^'^""'"3 ''"^^ °' receptor antagonist reduces viral load by 1.^2 ,ogl, 

r.:'sZTs'^^; wS^^^^^^^ °' ^^^^ — -^'^S (para ,0031,, o, 

rnTcrreres^^Sor^^^^ 

HGTvH7XTr7n?o T;?' <=.''^'" -anable (VH) and constant (CH) regions encoded either by th^ plasmid de^naVeS pVg4 HuPROI^^^ 

Ipt^rSr" """-^^^^^ monoclonal antibody is a humanized, human, or chimeric antibody 

Regarding claim 26. Olson '441 further teaches the PRO 140 is administered intravenously in a sinqle 5 ma/ml dose 101671 »nrt = i n 

I (S).'"^ ' '"^^^ "'^ '""^ '^""'"^ "^'^ -""""'^'^'^'^ intravenously, or subcutaneously (para 

Regarding claim 89. Olson '441 further teaches the sut:ject is treatment-naive or treatment experienced (para (0100]). 

, (Regarding claim SO Olson '441 also teaches (a) prior to administenng the humanized antibody designated PRO 140 or the antt CCRS 
u,wf ";°"°<:'°"a' antibody to the subject, the subject has received treatment with at least one antiretroviral aaent eff«:t,ve m i^Shif 
HIV1, and/or (b) concurrent with administering the humanized antibody designated PRO 1 40 or thranttT(2RS re^^^^ , 

I fra'a^ioir* " administered to the subje^. so Is to enhance' th^e Z^'^^^'o^Z'/^lV:^^.'^:^^^^^^^ 

I Regarding clam 91 Olson '441 further teaches the antiretroviral agent .s a nonnucleoside reverse transcriptase inhibitor (NNRTH 
I nucleoside reverse Iranscriptase inhibitor (NRTI). a pro.ease inhibitor ,PI). fusion inhibitor, or .ny com"ina«on JheSSoloil). 

Regarding claim 92. Olson '441 also leaches the antiretroviral agent is a CCRS receptor aniagonisi (para (010511 
I Regarding claim 93. Olson 441 further teaches the CCRS receptor antagonist is a non-protein small orgln" molecule (para [0105)) 
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tht^c^'nir^t'^f 7 ^ ?; ^"^^^^ ^^^""^^^ ^ ^^^^ '^'^^P*^' antagonist that achieves a greater than ten-foid decrease in HIV RNA in 

the subiect at about ten days foflowing administration (para I0046J-[0047), fig 5). 

HrJoMA^ ""Ik ^ Olson '441 also teaches a CCR5 receptor antagonist that achieves a greater than or equal to 1 logic decrease in 
HIV RNA in the subiect at about day five to about day fifteen following administration (para {0046]-{0a47]. ng 5). 

,h!'^fH^"?c*;''**r' ^ ^?;k^^!??oL''''^^' '^'•''^^^ ^ determination that the subject .s infected with a CCR5-tropic strain of HIV is made prior to 
(he Jdministration of the CCR5 receptor antagonist to the subject (pg 1 para 1 ). 

Regarding claim 1 17. Nelson also teaches monitoring the subject at predetermined intervals during the administration of the CCR5 
receptor antagonist to determine viral load, and CD4 cell count (pg 1-2. table). ^^'^^ 

rara^lT"^ ^ '^^'^^^ ^^"^^^^ leaches monitoring is carried out about once every two to six months, or two to six times a year (pg 1 

Claims 61-80 and 1 19-120 lack inventive step under PCT Article 33(3) as being obvious over US 2006/0154857 A1 to REDFIELD et al 
(hereinafter RedReld ) in view of Olson '441. •-i-'rici-u/ ai ai. 

"9^claim 61. Redfield teaches a method of maintaining a reduced viral load in an H I V-t- infected human subject ^para [00281- 
[0030]), which compnses: * ' 

(00l*9n00^^^ ^"'^^^''^ anti-CCR5 receptor monoclonal antibody which inhibits HIV-I fusion with CD4+CCR5* cells (para 

^^lu^^rl^!^?^ *° ^^u.fX^^''* °' subsequent effective HIV-l viral load reducing doses of the ant.CCRS receptor monoclonal 
antibody ( Moreover, HIV therapy (s now thought to bo a life-long process." para (0070]) 

Redfield does not teach the first effective HIV-1 viral load-reduang dose results in a viral load reduction of up to about 2.5 loglO in the 
.ubiect by about day 9 to about day 15 following dosing of the subject nor administenng to the subject one or more subsequent effective 
Hnl'lin^ ?''h ^^^"^^'"9 doses of the antiCCRS receptor monoclonal antibody of at a time when the subject's reduction inTa toad is 
determined to be about 0.7 to 1 .5 loglO. so as to thereby maintain a reduced viral load in the suijject 
Olson '441 teaches a method of reducing viral load in an HIV-Mnfected subject, which comprises- 
" r'^^Toi^""^ ? ^"^^f^ ^ ^'^^ effective HIV-l v.ral load reducing dose of (1) a humanized antibody designated PRO 140 or of (2) an 
antj-CCR5 recep or monoclonal antibody which inhibits HIV-l fusion w.th CD4*CCR5+ cells, wherein PRO 140 comprises (i) nJo Iraht 
nCx"H;,PRni2^^J^ chain variable (VL) and constant (CL) regions encoded by the plasmid designated 

.^.^,"^v^m ^ (ATCC Deposit Des.gnat.on PTA-4097). and (ii) two heavy chains, each heavy chain comprising the heavy chain 
PTA^^oiy ^^^fw''^? encoded either by the plasmid designated pVg4:HuPRO140 HG2-VH (ATCC DeposirDesig nation I 

PTA4098) or by the plasmid designated pVg4:HuPRO140 (mut B+D*()-VH (ATCC Deposit Designation PTA-K)99) (para (003lT) ^ ' 
'iiZ^^Tl JT ""l^fT ^'J 'oad-^educing dose results in a viral load reduction of up to about 2.0 loglO in the subject by about 
day 9 to about day 1 5 following dosing of the subject (para [0046]-(0047). fig 5). ^ 




following dosing of the subject and administer to the subject one or more subsequent effective HIV-1 viral load reducing doses of the 

the antiCCRS receptor monoclonal antibody of (a)(2) at a time wh'en the'subje: 



nnrll^llT h'^^ if '° to 1.5 toglO. One of ordinary s'kilf in th^sTrt^w^Jid^Xrbeen motTJ^^^^^^ if^Tl^ 

optimize the timing and conditions for reducing and maintaining a reduced viral load in an HIV-1 -infected human subject. 

[Ooloirw^hl'ch com^^ teaches a method of maintaining a reduced viral load in an HIV-l-.nfected human subject (para (0028]- 

[OofoHOO^^ *° ^" anti-CCR5 receptor monoclonal ant.body which inhibits HIV-l fusion with CD4+CCR5+ cells (para 

b) adrninistering to the subject one or more subsequent effective HIV-1 viral load reducing doses of the antiCCRS receptor monoclonal 
intibody ("MorDover. HIV therapy ts now thought to be a life-long process." para (0070]) rnonocionat 
Redfield does not teach the load-reducing dose results in an up to 2.5 loglO reduction in HIV-1 RNA by about day 9 to about dav 15 
following dosing of Ihe subject nor administering to the subject one or more subsequent effective HIV-l v.ral load reducing doses of the 
CCR5 receptor antagonist at a time when the subject's reduction in viral load is determined to be about 0.7 (o 1 5 (oqlO Olson '441 
teaches a method of reducing viral load m an HIV- 1 -infected subject which compnses' • 
- administering to the subject a first effective HIV-l viral load reducing dose of a CCR5 receptor antagonist (para (00281. wherein the first 

rec%"to' ama^^^^^^ '° subsequent effective H.V-I viral load reducing doses of the CCR5 
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In case the space in any of the preceding boxes is not suflicient. 

Continuation of: 

Box V(2) and the preceding Supplemental Box 6: 
r^eqarding cfaim 62 conlinues: 

i'v^^nl^I'^TT ""^f" ""^'""S '? °' °"i'"''y skill in this art based on the teachings of Redfield and Olson '441 and routine 
X«rh« f,^.?, 1^%^? Ihe first effecnve HIV-1 viral load-reducing dose result in a viral load reduction of up to about 2.5 1^10 in the 
1 .i^u ^ about day 15 following dosing of the subject and administer to the subject one or more subsequem effecUve HIV 

0 7 o TlV^TnL'^t^rJ l^'^^"'"^ antagonist at a Ume when the subjecTs reduction in viral load is determined to be about 

a? to 1.5 logia One of ord nary skill .n this art would have been motivated to do so to cpUmize the timing and conditions for r«Jucina and 
maintaining a reduced viral load in an HIV- 1-infected human subject. a " " "uns lor reaucing and 

iStwhSS w-^prisetf""''' ' """'"^ °' maintaining a reduced viral load in an HlV-l-infec.ed human subject (para (00281- 

m^9U002^]l^ '° '"^ ^""'^'^ receptor monoclonal antibody which inhibits HIV-I fusion with CD4+CCR5* cells (para 

*.n,ihn!li"/-M ""^ '° "'i!.w .k'*"^ °' "^'^ subsequent effective HIV-1 viral load reducing doses of the antiCCRS receptor monoclonal 
^ntibody ( Moreover. HIV therapy is now thought to bo a life-long process." para 100701) onocjondl 

.^fhlS^Il'^T "?H ^^S^ "'^-^ '03l-reducing dose results in a virai load reduction of up to about 1 8 loglO in the 

lcaSuci™°dn..7n, Z ?rn^".^ ^"^"^ °' administering to the subject one or more subsequent effeclfve HIV- 1 viral 
Ltou O 7^n ^ f l^in ^ =")"CCRS receptor monoclonal antibody at a time when the subject's reduction .n viral load is detem,ined To be 
about 0.7 lo 1 .5 Iog10. so as to thereby maintain a reduced viral load in the subject ueiermineo lo be 

Olson 44 1 teaches a method of reducing viral load in an HIV-l-infected subject, which compnses- I 

"JJ^r^^^""^ ? ^"'''f' ^ ^"^'^^^ "'^-^ <^°s« °f n ) « humanized antibody designated PRO 140 or of (2) an 

rh^^, recep or monoclonal antibody which inhibits HIV-I fusion with CD4+CCR5+ cells, wherein PRO 140 comphses ( ) two ioht ' 
DVK HuPRO 4^VK ?rT^^^ «f ^r^'''^ (^L) and constant (Ct) regions encoded by the plasmid designiVe^ ^ 

va.^. we^vm rnnti , ,r Designation PTA.4097). and (ii) two heavy chains, each heavy chain comprising thi heavy chain I 
vdri,ible (VH) and constant (CH) regions encoded either by the plasmid designated pVg4 HuPRO140 HG2-VH (ATCC t5enn<=i. nil . 
ZTJTr' H^^f PV94:HUPR0140 (mut B^D^.^VH (ATCC Dep'l.si. Desi^naUon PTri^t^gSHp^^ 
he fi st effective HIV-I viral load-reducng dose results in a viral load reduction of up to about 18 loglO ,n the sub ect by about daTs or 
1 0 following dosing of the subject (para (0046)-[0047]. lig 5). ^""It=>.i uy dooui oay a or 

'^'?k"^'"'J 'f''i'Jfi^'jTi"'^.'^""3 ^"^''^ °' subsequent effective HIV-1 viral load reducing doses of the humanized 

unubody designated PRO 140 of {a)(1) or the antiCCRS receptor monoclonal anUbody of (a)(2) (para (00741). It would have been ob^fous 
to one of ordinary ^kill ,n this art based on the teachings of Redfield and Olson 441 and rouilne exper mentation to h^e the fir^t etftcUve 
H V-1 viral load-reducing dose result in a viral load reduction of up to about 1 .8 loglO in the subject by about day 9 oMVloSgSo 
of the subject and adminis er to the subject one or more subsequent effective HIV-1 viral load reducing doses of the humanS an«So^ 
fJ^ZT^ ^nZ /n^l^V 5";'?° antiCCRS receptor monoclonal antibody of (a)(2) at a time when The subject's reduTf^n ,f vfr^ To"^,, 
rnnrtZnt r^ H , °' ""^^^ ^'^ motivated to do so to optimize the timing and ' 

conditions lor reducing and maintaining a reduced viral load in an HIV- 1-infected human subject. ^ 

.h^rfflT*^?^ °'^k" 'I^J '"-l^er teaches the first effective HIV-I viral load-reducing dose results in a viral load reduction of up to 
..bout 1 .8 loglO in the subject by about day 9 to about day 15 following dosing of the subject, (para (0046].(0047). fig 5). 

Regarding claim 64. Redfield and Olson 441 do not teach the one or more subsequent effective HIV-1 viral load reducinq doses are 

f " Hr ^w"'^*!?.^™' 'Eduction is 1.0 loglO. It would have been obvious to one of ordinary skiH in this art 

based on the teachings of Redfield and Olson 441 and routine expenmentation to have the one or more subsequent effective H V I v?ral 
load reducing doses are administered at a time when the subject's viral load reduction is 1 .0 logic. enective Miv 1 viral 

pe?kg o??hfsL";^etrs ^ ^^.'^^^^ "'^"^ '^^'"^ ' °' -"i^'^ -ight or ,0 mg 

Zl^'f^^ "'f 67, Olson 441 further teaches HIV-1 viral load reducing doses administered about every two weeks, about every three 
weeks, about every four weeks, about once a month, or about every six weeks (para (00981). 

rul1ecf(plri7o74j)°'^°" """" '^^""^^ '"''"^"^ """^'^ administered intravenously or subcutaneously lo the 
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Box V(2) and the preceding Supplemental Box 7: 

Reoarding claim 72. Olson 44 1 also leaches (he antiretroviral agent is a CCR5 receptor antagonist (para (0105)). 
"mn;7paS7002lir -«-«--^»' -9-' - a CCR5 receptor antagonist that .s a n,onoclona. 



R^arding claim 75. Olson 441 further teaches a monoclonat antibo(Jy CCR5 receptor antagonist that IS 



a humanized antibody (para 



Snte^'^^io U-0°pa°ra 1^3^ '"^'^ ''''''' '^^ '^"'"^'^-'^ -'"'<=<^V 

I Regarding claim 79. Olson -441 further teaches the CCR5 receptor antagonist ,s a non-prote,n small organic molecule . para (OIOSI). 

j §L^Ve?aMher;r^^^^^^^ ''''' ""^-^ '^^^^ - °' 2007/003t40a A1 to 

. Regarding claim 105. Olson 441 does not teach the humanized PRO 140 antibody is pegylated to increase its serum half lif» ni ano 

teaches the humanized PRO 140 anbbody (para [0007)) .s pegytated to increase its serum ha^lifo (para (OlfsHoTJ^n w^^^ 

b«en obvious to one of ordinary skill in this art to use the PRO 140 antibody of Olson "408 for the CCR^recofuL anL^^^^ 

reduct on ""^"^ '° ^° '° '^"S"' °' between dose adS^t onsfor ' 



I ^ OlsSa''^'* "'^^ """^^ '="'"5 °' 0'=°" -^^V 33 above, and further in 

o^ovh^^n l^^n MHA ?• "T" ""^^ humanized PRO 140 antibody is modified to increase its serum half-life by 

f0173H01751). It wou d have been obvious to one of ordinary skill in this art to use the PRO 140 antibody of Olson '408 for^e CCRS 
receptor antagonist of Olson "441 One of ordinary skill in this art would have been motivated to do so to increase"he lenam of 
between dose administraUons for cost reduction. " uu lo increase ine length of time 

of RTdfitf ^" '""^"""^ ^''^^ "^'"3 """'""^ °' as above, and further in vi, 



Regarding claim 94. Rodfield further 'eaches that the subject is a pregnant woman (para (0095]). 

Claims 1-22. 24-28. 40-1: 
made or used in industry. 



m^ro;;f,L'l-i^;.l°:!'°- ' ""^"^ '"""'-"'"•V - -^-fined by PCT Article 33(4, because the subjec. matter can be 



Form PC;T/ISA/237 (Supplemental Box) (April 2007) 



NOTES TO FORM PCT/ISAy220 



These Notes are intended to give the basic instructions concerning the filing of amendments under Article 19 The 
Notes are based on the requirements of the Patent Cooperation Treaty, the Regulations and the Administrative Instructions 
under that Treaty, fn case of discrepancy between these Notes and those requirements, the latter are applicable For more 
detailed mformanon. see also the PCT Applicant 's Guide, a publication of WIPO. 

In these Notes, "Article." **Rule" and "Section" refer to the provisions of the PCT, the PCT Regulations and the PCT 
Admmistrative Instructions, respectively. 



INSTRUCTIONS CONCERNING AMENDMENTS UNDER ARTICLE 19 

The applicant has, after having received the international search report and the written opinion of the International 
Searching Aulhonty. one opportunity to amend the claims of the international application. It should however be emphasized 
that, since all parts of the mtemational application (claims, description and drawings) may be amended during the 
international preliminary examination procedure, there is usually no need to file amendments of the claims under Article 19 
except where, e.g. the applicant wants the latter to be published for the purposes of provisional protection or has another 
reason for amending the claims before international publication. Furthermore, it should be emphasized that provisional 
protection is available in some States only (sec PCT Applicant's Guide, Volume I/A, Annexes Bl and B2). 

The attention of the applicant is drawn to the fact that amendments to the claims under Article 1 9 are not allowed where 
the International Searching Authonty has declared, under Article 17(2), that no international search report would be 
established (see PCT Applicant 's Guide, Volume I/A, paragraph 296). 

What parts of the internatjonal application may be amended ? 

Under Article 19, only the claims may be amended. 

During the international phase, the claims may also be amended (or further amended) under Article 34 before the 
International Preliminary Examining Authority. The description and drawings may only be amended under 
.\rticle 34 before the International Preliminary Examining Authority. 

UF>on entry into the national phase, all parts of the international application may be amended under Article 28 or 
where applicable. Article 41. * 

When ? Within 2 months from the date of transmittal of the international search report or 1 6 months from the priority date 
whichever time limit expires later. It should be noted, however, that the amendments will be considered as having 
been received on time if they are received by the International Bureau after the expiration of the applicable time 
limit but before the completion of the technical preparations for international publication (Rule 46.1). 

Where not to flie the amendments ? 

The amendments may only be filed with the International Bureau and not with the receiving Office or the 
IntemaUonal Searching Authority (Rule 46.2). 

Where a demand for international preliminary examination has been/ is filed, see below. 

How ? Either by cancelling one or more entire claims, by adding one or more new claims or by amending the text of one 
or more of the claims as filed. 

A replacement sheet must be submitted for each sheet of the claims which, on account of an amendment or 
amendments, differs from the sheet originally filed. 

All the claims appearing on a replacement sheet must be numbered in Arabic numerals. Where a claim is 
cancelled, no renumbering of the other claims is required. In all cases where claims are renumbered, they must be 
renumbered consecutively (Section 205(b)). 

The amendmente must be made in the language in which the internationaJ application is to be published. 

What documents must/may accompany the amendments ? 
Letter (Section 205(b)): 

TTie amendments must be submitted with a letter. 

The letter will not be published with the international application and the amended claims. It should not be 
confused with the "Statement under Article 1 9( I )** (see below, under "Statement under Article 1 9( 1 )'*). 
The letter must be in English or French, at the choice of the applicant. However, if the language of the 
international application is EngUsh, the letter must be in English; if the language of the international 
application is French, the letter must be in French. 
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Efficacy and Safety of Maraviroc plus Optimized Background Therapy in Viremic ART- 
cxperienced Patients Infected with CCR5-tropic HIV-1 in Europe. Australia, and North America- 
24-Week Results 

M NclMiii', (J l-.tikcnhcucr-. I Kunourina^ A La/.zarin^ N CIunicck\ A I^>rh:,,I^ M Tawadrmis'. J Sullivan'. H Mayer' and LIna van Jct 

C/u'iwu.uuJ Wfumm^er H,,My. UmJon. UK: 'Lmv.rsiiariskhnik K'nln. (Jifrnumy. ' Pjlztr dobat KAIX Samhvuh, UK; ' Hoxp Sun 
Raifaele, Milan, //.j/v; Ctr Ifnsp Univ Si Hferre, Hrussels. fSel^ium: 'Szptiai /Mkauxy Centrum Diu^nostykt i Tempa A/DS, Warsaw, 
/^ff/fineJ: lint/ ' /yizfr U/f/hat HAD. New lumjon. CT, US 



llackuround: Mtm VATE 2 is 1 ot 2 ongoing, doubic-blind. piaccbo-cumroilcd. phase 2b/3 studies assos.sing the safety and 

i (licacy o! rhc novel CCKS ;.niat»onisi maravifix: (MVC). in trcatincnt-cxpcnenccd HI V-infccied palients. 'nicsc are ihe rc.uJts ot a 

[tfaiincii interim analysis at week 24. 

Methods: f ri pie class -ex ix-'rienced patients (±iriple-dass resistance) with IIIV-l RNA >5tXW copie>:/mL and only R5 virus 
( I ri)f .le assay, were ranJoini/cd I : 2 : 2 to receive placebo or MVC (3(H)Hn« dose equivalent) once or tw.ce daily plus opi.mized 
background therapy (OBT) (3 to b ARTdnigs ± low-dose ritonavir). When OBT contained a protease inhibitor (PI) (other than 
tipranav.r) and/nr delavirdine. MVC 150 mg once or twice .iaily was administered: otherwise 3(X) mg once or twice dailv was used 
Hie primary cndponu was the mean change in HIV - 1 RNA from ba.seline to week 24. 

Rcsultic Of 475 patients randomized. 464 received -I dose of study drug. Baseline^ characteristics were similar across treatincnt 
arms. Baseline median CD4 count ( 1 74. 174. and 1 82 eel Is/mm and mean IIIV-l RNA (4.89. 4.87. and 4.84 log copics/mL) 
were aLso Miiular in the placebo. MVC once daily, and MVC twice daily arms, respectively. OBT contained <-2 active drug.; in h6 0 
f.2.6. and 62..V.f- ol patients in the placebo. MVC once daily and MVC twice daily arms, respectively. Adverse events severe 
.idver.se events. AIDS-dehning events, and laboratory abnormalities (including liver enzyme abnormaJiiies) occurred with similar 
frequency in the 3 ireatinent t^roups. Tlie following analyses are based on all randomized patients who received >l dose of study 
Jrug: " ^ 





Placcbo+OBT 


MVC Once 
Daily -i- OBT 

in = 182) 


MVC Twice 
Daily ^ OBT 

in = 191) 


Mean change in viral lojd from 
j baseline' (lo^ I, J copics/mL) 

rrcatment ditference -placebo .5'7c 
1 C\) 


-0.03 
N/A 


-1.95 
- 1 .02 

(-1.43. 0.62) 


-1.97 
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( -1.44. . -0.64) 
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23 . 1 a 


55.5% 
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p value vs placebo 
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<0.(}00l 
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• Diseonlinuiiiitins-iMj chaotic tVoni BL 

•No dcaih.s were related to study drug accurding to iiiveMigatDrs 



(-unclu.si«„.s: In this ircat.ncni-c.xpcncnced population. MVC (twice or once daily) + OBT provided signidcantly uipcrior 
v.n,log.c cntrnt .u.d "^^rc:^-^^Cp4 cell count compared w.th placebo + OBT. There were no cl.n.caTly relevant d.fJerences .n 
(he salety prol.Ie between the MVC uwice or once daily) + (OBT and placebo ^ OBT trcatmeni -roups i^rcncc.s m 
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